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Please check one of the following boxes:

| Medical Surveillance Plans: ] X | Addressed ]I I Not Addressed | | Not Applicable |

Special considerations/other comments:

LAB Section VI: sharps incomplete.

As per the 8/21/2024 IBC meeting, the IBC approval-UCAR biohazard will be generated after the Principal
Investigator completes initial EHS Laboratory Safety Training in MyPath, however, in vitro work may not be

performed prior to successful completion of a lab inspection.

Response: IBC LAB form sharps section has been updated.

For modifications (mod), NIH Guidelines table entries are relevant to new work.
PART A: GENERAL CONSIDERATIONS (relevant to new work)

Yes | No

Does the study involve recombinant or synthetic nucleic acid molecules or the generation of transgenic organisms?

If “YES”, also complete Parts B, C, D. If yes, the NIH Guidelines apply: If “NO”, finish Parts A and E only.

See NIH Guidelines Section I-B for definition. RNAi and oligonucleotides do NOT meet the current definition of rDNA or synthetic DNA
‘molecules; all plasmids DO

Does the study involve ANY human cells (primary or cell lines)? X
Ifves, the OSHA bloodborne pathogens standard and CDC/NIH BMBL apply.

Does the study involve ANY infectious agents? X
Ifves, the CDC/NIH BMBL applies.

PART B: STUDIES REQUIRE EXTERNAL APPROVALS/REVIEW BEFORE INITIATION (relevant tonew

work)

Yes | No
Section ITI-A - Drug Resistance that could compromise therapeutic intervention
(The deliberate transfer of a drug resistance trait to microorganisms that are not lnown to acquire the trait naturally, if such acquisition X
could compromise the use of the dyug to control disease agents in humans, veterinary medicine, or agriculture, will be reviewed by NTF)
Section ITI-B — Toxins with LDso < 100 ng/kg; Major Actions X

(Cloning/expression of toxins lethal for vertebrates at an LDso of less than 100 nanograms per kilogram body weight - examples inciude
botulinum toxins, tetanus toxins, diphtheria toxin, Shigella dysenteriae neurotoxin)

Section I11-C - Human Gene Transfer
(use of recombinant or synthetic nucleic acid molecules in humans)

PART C: STUDIES REQUIRE LOCAL IBC APPROVAL ONLY (relevant to new work)

Yes | RG [ No
Section ITI-D-1 - Experiments using RG2, 3, 4, or Restricted Agents used as host-vector systems X
Hint/example: Transforming RG2 bacteria would be “YES”, RG2
Section ITI-D-2 - Experiments in which DNA from Risk Group 2, Risk Group 3, Risk Group 4 or Restricted Agents is X

cloned into nonpathogenic prokaryotic or lower eukaryotic host-vector systems

Hintlexample: insertion of a single gene from M. tuberculosis or HIV (RG3) into an episomal E coli plasmid system (RG1) might be
“YES”, RGI (assuming that the gene is not expected to increase E coli virulence,

Section ITI-D-3 - Experiments involving the use of infectious DNA or RNA viruses or Defective DNA or RNA virusesin | x|
the presence of Helper System in tissue culture systems 2

Helper systems (e.g., helper viruses, packaging cell lines, transient transfection systems, replicon systems)
Hint/example: lentivirus and El-deleted rAdS vectors (RG2) would be “YES”, RG2

Section ITI-D-4 - studies involving whole animals X |21

Note if the housing / husbandry assessment is different from the administration / tissue collection assessment

Section III-D-5 - studies involving whole plants X

Section III-D-6 - Experiments involving more than 10 L culture X
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Yes [ RG | No

Section ITI-D-7 - studies involving H2N2, HSN1 HPAL, 1918 HINI Influenza Viruses X
This section and its subsections cover experiments Human H2N2 (1957-1968), High Path Avian H5NI strains with the
Goose/Guangdong/96-like HS lineage, 1918 HINI, or which are resistant to curvent antiviral agents)

Section ITI-D-8 - studies involving Gene Drive Modified Organisms X
Hint: See Section-IF-A-3 Comprehensive Risk Assessment, minimum BSL2
Section ITI-

2/3 of eukaryotic virus genome
Hint/example: most retrovirus vectors would be “YES” (since the vector plasmid contains only a small part of the virus genome);
lentivirus and El-deleted rAdS vectors (RG2) would be “NO” (superseded by Section III-D-1)

- Experiments involving the formation of recombinant or synthetic nucleic acid molecules containing < X

Section III-E-2 - Studies involving plants +/- arthropods or animals which do not fall under Sections I1I-A, III-B, II-D, or| X
IL-F
Section ITI-E-3 - Development of transgenic rodents thru rDNA/synthetic DNA techniques & requires RG1 [RG2 or 3 X

Talls under I11-D-4] Interbreeding of most transgenic rodents is exempt (Appendix C-VIIT)

PART D: STUDIES DO NOT REQUIRE IBC APPROVAL (exempt from the NIH Guidelines) (relevant to

new work)

Yes | No

Section III-F - Exempt experiments (Sections ITI-F-1 through ITI-F-8) X
Only select “ves” if all listed rDNA / synthetic DNA experiments are exempt

PART E: STUDIES REQUIRE REVIEW BY THE DURC/PPP/PEPP INSTITUTIONAL REVIEW ENTITY (IRE)
Yes | No

Does this study involve any of the following biologicals AND perform experiments that would require review by the IRE? X

1. Select Agents or Toxins regulated by the Federal Select Agent Program, including Botox®,

2. Agents assigned BSL3, ‘NIH Guidelines’ Risk Group 3 agents (other than mycobacteria, Retroviruses, and VSV), or

3. Biological agents that are likely capable of wide and uncontrollable spread in a human population and would likely cause moderate to
severe disease and/or mortality in humans?

A motion to approve the protocol with provisions was made by Chris Proschel. Jonelle Mattiacio seconded the
motion. All in favor. None opposed. No abstentions. The protocol was approved with provisions.
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Type of Protocol Review: IBC New-UCAR pending

Principal Investigator: McConkey, David Reviewer: Marty Pavelka
New or Updated Title(s): Preclinical human bladder cancer models

IBC Grant/Project Registration #:  IBC-GNT-McConkey-25-025

UCAR number: pending

Project description:

This protocol will examine bladder cancer models, both in vitro with human and mouse cell lines, as well as in vivo
mouse models. A variety of genes involved with proliferation, differentiation and metastasis will be examined by
lentiviral-based knockdown technologies. Some of the human cells will be obtained from patient samples while
others are already available. Lentiviral constructs are commercially available and not made by the lab.

Agent description: Lentivirus vectors, human cells/cell lines, mouse cell lines
Animal model: mouse
Administration method: bladder, subcutancous
Date of last Lab Survey: 10/14/2025
Lab Safety Training: Current and in compliance as of 10/8/2025
Biosafety Level (BSL):
Agent Name or Construct In vitro Studies — Biosafety Level In vivo Studies — Biosafety Level EX vivo
Description (Vector/Insert) Studies —
Biosafety
Level
Bacteriophage| _ n 5 4 3
construction / | Viral vector| Propagation| Flow Animal Generation | Animal Tissue Tissue
amplification packaging | /Handling | Cytometry | Administra-| of Housing & | Harvest | Handling
or of tion Transgenic | Husbandry
Plasmid DNA | expansion | Biological Animals
construction / | in culture | Agent
amplification
Viral vector
plasmid
construction
Lentivirus vectors BSL1 BSL2 | BSL2
expressing non-
oncogenes
Human cells, cell lines BSL2 ABSL2 ABSL2 | ABSL2| BSL2
Transduced mouse ABSL1 ABSL1 [ ABSL1| BSL1
cells/cell lines
Please check one of the following boxes:
[ Medical Surveillance Plans: [ X T Addressed | [ Not Addressed | | Not Applicable |

Special considerations/other comments:

Biological safety cabinet date clarified during the initial lab inspection.
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For modifications (mod), NIH Guidelines table entries are relevant to new work.

PART A: GENERAL CONSIDERATIONS (relevant to new work)

Does the study involve recombinant or synthetic nucleic acid molecules or the generation of transgenic organisms? x
I{ “YES”, also complete Parts B, C, D. If yes, the NIH Guidelines apply: I{ “NO”. finish Parts A and E only.

See NIH Gidelines Section I-B for definition. RNAi and oligonucleotides do NOT meet the current definition of rDNA or synthetic DNA
molecules; all plasmids DO

Does the study involve ANY human cells (primary or cell lines)? X
Ifves, the OSHA bloodborne pathogens standard and CDC/NIH BMBL apply.

Does the study involve ANY infectious agents? X
Ifyes, the CDC/NIH BMBL applies.

PART B: STUDIES REQUIRE EXTERNAL APPROVALS/REVIEW BEFORE INITIATION (relevant to new work)

Yes | No
Section ITI-A - Drug Resistance that could compromise therapeutic inter vention
(The deliberate transfer of a drug resistance irait 1o microorganisms that are not known to acquire the trait naturally, if such acquisition X
could compromise the use of the drug to control disease agents in humans, veterinary medicine, or agriculture, will be reviewed by NIH)
Section II1-B — Toxins with LDs < 100 ng/kg; Major Actions X

(Cloning/expression of toxins lethal for vertebrates at an LDso of less than 100 nanograms per kilogram body weight - examples inciude
botulinum toxins, tetanus toxins, diphtheria toxin, Shigella dysenteriae neurotoxin)

Section I1I-C - Human Gene Transfer X
(use of recombinant or synthetic nucleic acid molecules in humans)

PART C: STUDIES REQUIRE LOCAL IBC APPROVAL ONLY (relevant to new work)

Yes | RG [ No
Section III-D-1 - Experiments using RG2, 3, 4, or Restricted Agents used as host-vector systems X
Hint/example: Transforming RG2 bacteria would be “YES”, RG2
Section ITI-D-2 - Experiments in which DNA from Risk Group 2, Risk Group 3, Risk Group 4 or Restricted Agents is X

Cloned into nonpathogenic prokaryotic or lower eukaryotic host vector systems
Hint/example: insertion of a single gene from M. tuberculosis or HIV (RG3) into an episomal E coli plasmid system (RG1) might be
“YES”, RGI (assuming that the gene is not expected to increase E coli virulence,

Section ITT-D-3 - Experiments involving the use of infectious DNA or RNA viruses or Defective DNA or RNA virusesin | ¢ |2
the presence of Helper System in tissue culture systems 5 &

Helper systems (e.g., helper viruses, packaging cell lines, transient transfection systems, replicon systems)
Hint/example: lentivirus and El-deleted rAdS vectors (RG2) would be “YES”, RG2

Section IT1-D-4 - studies involving whole animals X |21

Note if the housing / husbandyy assessment is different from the administration / tissue collection assessment

Section III-D-5 - studies involving whole plants X
Section III-D-6 - Experiments involving more than 10 L culture X
Section ITI-D-7 - studies involving H2N2, HSN1 HPAL, 1918 HINI Influenza Viruses X

This section and its subsections cover experiments Human H2N2 (1957-1968), High Path Avian H5N1 strains with the
Goose/Guangdong/96-like HS lineage, 1918 HINI, or which are resistant to current antiviral agents)

Section ITI-D-8- studies involving Gene Drive Modified Organisms X
Hint: See Section-1I-A-3 Comprehensive Risk Assessment, minimum BSL2

Section ITI-E-1 - Experiments involving the formation of recombinant or synthetic nucleic acid molecules containing < X
2/3 of eukaryotic virus genome

Hint/example: most retrovirus vectors would be “YES (since the vector plasmid contains only a smail part of the virus genome);
lentivirus and E I-deleted rAds vectors (RG2) would be “NO (superseded by Section III-D-1)

- Studies involving plants +/- arthropods or animals which do not fall under Sections III-A, III-B, ITI-D, o] X

n _III-E-3 - Development of transgenic rodents thru rDNA/synthetic DNA techniques & requires RG1 [RG2 or 3 X
Talls under 111-D-4] Interbreeding of most transgenic rodents is exempt (Appendix C-VIIT)

PART D: STUDIES DO NOT REQUIRE IBC APPROVAL (exempt from the NIH Guidelines) (relevant to

new work)

Yes | No
Section III-F - Exempt experiments (Sections ITT-F-1 through ITI-F-8) X
Only select “yes” ifall listed rDNA / synthetic DNA experiments are exempt
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PART E: STUDIES REQUIRE REVIEW BY THE DURC/PPP/PEPP INSTITUTIONAL REVIEW ENTITY (IRE)
Yes [ No

Does this study involve any of the following biologicals AND perform experiments that would require review by the IRE? X

1. Select Agents or Toxins regulated by the Federal Select Agent Program, including Botox®,

2. Agents assigned BSL3, ‘NIH Guidelines’ Risk Group 3 agents (other than mycobacteria, Retroviruses, and VSV), or

3. Biological agents that are likely capable of wide and uncontrollable spread in a human population and would likely cause moderate to
severe disease and/or mortality in humans?

A motion to approve the protocol with provisions was made by Marty Pavelka. Chris Proschel seconded the
motion. Allin favor. None opposed. No abstentions. The protocol was approved with provisions.
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Type of Protocol Review: IBC New-UCAR New

Principal Investigator: Michmerhuizen, Nicole Reviewer: Toru Takimoto
New or Updated Title(s): Experimental modeling of high risk and relapsed acute leukemias (RE)
IBC Grant/Project Registration #:  IBC-GNT-Michmerhuizen-25-032

UCAR number: 2025-021/102649

Project description:

They determine how fusion oncoprotein-driven liquid-liquid phase separation impacts chromatin and transcriptional
deregulation in leukemogenesis, and how this may be targeted for therapeutic benefit. Her lab uses mouse models,
single cell barcoding and lineage tracing, multiomic gene expression-chromatin profiling, and liquid-liquid phase
separation-condensate profiling. Lentiviral and retroviral vectors will be used to transduce mouse and human
hematopoietic cells to introduce oncogenes, followed by in vitro culture and transplantation of transduced cells into
syngeneic or xenogenic mice. For in vivo studies, they will use conditional knock-in mouse models and
transplantation of patient-derived cell lines or leukemia cells. The nature of leukemia will be characterized by
standard approaches including complete blood count, immunophenotyping, and immunohistochemistry. FACS may
also be performed.

Agent description: Lentivirus vectors, retrovirus vectors, human tissue and cells/cell lines,
mouse cells, E. coli containing plasmids

Animal model: mouse

Administration method: intravenous, subcutancous

Date of last Lab Survey: pending initial lab inspection

Lab Safety Training: Current and in compliance as of 10/10/2025

Biosafety Level (BSL):

Agent Name or Consiruct In vitro Studies — Biosafety Level In vivo Studies — Biosafety Level Ex vivo
Description (Vector/Insert) Studies —
Biosafety
Level
Bacteriophage| _ : . : .
construction / | Viral vector| Propagation| Flow Animal [ Generation | Animal Tissue | Tissue
amplification | Packaging | /Handiing | Cytometry | Administra-| of Housing & | Harvest | Handling
or of tion Transgenic | Husbandry
Plasmid DNA | expansion | Biological Animals
construction / | in culture | Agent
amplification
Viral vector
plasmid

construction

Lenvivirus vectors BSL1 BSL2+ | BSL2+
expressing oncogenes

Amphotropic BSL1 BSL2+ | BSL2+
retrovirus vectors
expressing oncogenes

Lentivirus vectors BSL1 BSL2 | BSL2
expressing non-
oncogenes
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Agent Name or Construct In vitro Studies — Biosafety Level In vivo Studies - Biosafety Level EX vivo

Description (Vector/Insert) Studies —
Biosafety
Level
Bacteriophage| _ : " . 8
construction / | Viral vector| Propagation| Flow Animal Generation | Animal Tissue Tissue
amplification packaging | /Handling | Cytometry | Administra-| of Housing & | Harvest Handling
or of tion Transgenic | Husbandry
Plasmid DNA | expansion | Biological Animals

construction / | in culture | Agent
amplification

Viral vector

plasmid

construction
Human tissue, cells, BSL2 ABSL2 ABSL2 | ABSL2| BSL2
cell lines
Transduced mouse ABSL1 ABSL1 | ABSL1| BSL1
cells/cell lines
E. coli containing BSL1

plasmids

Please check one of the following boxes:
| Medical Surveillance Plans: | X | Addressed \| | Not Addressed | | Not Applicable |

Special considerations/other comments:

Successful completion of an initial lab inspection is required for approval letter relcase.

For modifications (mod), NIH Guidelines table entries are relevant to new work.

PART A: GENERAL CONSIDERATIONS (relevant to new work)

Does the study involve recombinant or synthetic nucleic acid molecules or the generation of transgenic organisms? X
I “YES”, also complete Parts B, C. D. Ifyes, the NIH Guidelines apply: IL“NO”. finish Parts A and E oniy.

See NIH Guidelines Section I-B for definition. RNAi and oligonucleotides do NOT meet the curvent definition of rDNA or synthetic DNA
molecules; all plasmids DO

Does the study involve ANY human cells (primary or cell lines)? X
Ifyes, the OSHA bloodborne pathogens standard and CDC/NIH BMBL apply.

Does the study involve ANY infectious agents? X
Ifves, the CDC/NIH BMBL applies.

PART B: STUDIES REQUIRE EXTERNAL APPROVALS/REVIEW BEFORE INITIATION (relevant to new

work)

Yes | No
Section IIL-A - Drug Resistance that could compromise therapeutic intervention .
(The deliberate transfer of a drug resistance irait io microorganisms that are not known to acquire the trait natwrally, if such acquisition X
could compromise the use of the drug to control disease agents in humans, veterinary medicine, or agriculture, will be reviewed by NIH)
Section IT1-B - Toxins with LDs, < 100 ng/kg; Major Actions X

(Cloning/expression of toxins lethal for vertebrates at an LDso of less than 100 nanograms per kilogram body weight - examples include
botulinum toxins, tetanus toxins, diphtheria toxin, Shigella dysenteriae neurotoxin

Section ITI-C - Human Gene Transfer X
(use of recombinant or synthetic nucleic acid molecules in humans) £
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PART C: STUDIES REQUIRE LOCAL IBC APPROVAL ONLY (relevant to new work)

Yes | RG | No

Section ITI-D-1 - Experiments using RG2, 3, 4, or Restricted Agents used as host-vector systems
Hint/example: Transforming RG2 bacteria would be “YES”, RG2

Section III-D-2 - Experiments in which DNA from Risk Group 2, Risk Group 3, Risk Group 4 or Restricted Agents is
cloned into nonpathogenic prokaryotic or lower eukaryotic host-vector systems

Hint/example: insertion of a single gene from M. tuberculosis or HIV (RG3) into an episomal E coli plasmid system (RG1) might be
“YES”, RGI (assuming that the gene is not expected to increase E coli virulence)

Section III-D-3 - Experiments involving the use of infectious DNA or RNA viruses or Defective DNA or RNA viruses in
the presence of Helper System in tissue culture systems

Helper systems (e.g., helper viruses, packaging cell lines, transient transfection systems, replicon systems)

Hint/example: lentivirus and E1-deleted rAdsS vectors (RG2) would be “YES”, RG2

Section III-D-4 - studies involving whole animals

Note if the housing / husbandry assessment is different from the administration / tissue collection assessment

Section III-D-5 - studies involving whole plants

Section III-D-6 - Experiments involving more than 10 L culture

Section III- - Studies involving H2N2, HSN1 HPAI, 1918 H1NI Influenza Viruses

This section and its subsections cover experiments Human H2N2 (1957-1968), High Path Avian H5N1 strains with the
Goose/Guangdong/96-like HS lineage. 1918 HINI. or which are resistant to current antiviral agents)

Section ITI-D-8- studies involving Gene Drive Modified Organisms
Hint: See Section-II-A-3 Comprehensive Risk Assessment, minimum BSL2

Section ITI-E-1 - Experiments involving the formation of recombinant or synthetic nucleic acid molecules containing <
273 of enkaryofic virus genome

Hint/example: most retrovirus vectors would be “YES” (since the vector plasmid contains only a small part of the virus genome);
lentivirus and E 1-deleted rAdS vectors (RG2) would be “NO” (superseded by Section III-D-1)

II-F

Section III-E-2 - studies involving plants +/- arthropods or animals which do not fall under Sections ITI-A, ITI-B, ITI-D, or| X

Section III-E-3 - Development of transgenic rodents thru rDNA/synthetic DNA techniques & requires RG1 [RG2 or 3
falls under IT1-D-4] Interbreeding of most transgenic rodents is exempt (Appendix C-VIIT)

X

PART D: STUDIES DO NOT REQUIRE IBC APPROVAL (exempt from the NIH Guidelines) (relevant to

Only select “yes” if all listed rDNA / synthetic DNA experiments are exempt

new work)
Yes | No
Section III-F - Exempt experiments (Sections ITT-F-1 through TIT-F-8) X

PART E: STUDIES REQUIRE REVIEW BY THE DURC/PPP/PEPP INSTITUTIONAL REVIEW ENTITY (IRE)

Yes [ No

Does this study involve any of the following biologicals AND perform experiments that would require review by the IRE?

1. Select Agents or Toxins regulated by the Federal Select Agent Program, including Botox®,
2. Agents assigned BSL3, *NIH Guidelines’ Risk Group 3 agents (other than mycobacteria, Retroviruses, and VSV), or

severe disease and/or mortality in humans?

3. Biological agents that arc likely capable of wide and uncontrollable spread in a human population and would likely cause moderate to

A motion to approve the protocol with provisions was made by Toru Takimoto. Marty Pavelka seconded the
motion. Allin favor. None opposed. No abstentions. The protocol was approved with provisions.
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5 year updates with administrative changes only (personnel, transfer to new form, etc.) These protocols are
renewed unless noted below.

1.

Andrew Wojtovich — IBC-GNT-Wojtovich-15-029 — human cells/cell lines, adeno-associated virus
vectors, rat cell lines, mouse tissues/cells/cell lines, E. coli containing plasmids (this protocol was
reviewed by Jonelle Mattiacio)

Updates on Outstanding Protocols (Rosenber ger)

o

None

Protocols and protocol updates presented by the Biosafety Officer: (Rosenber ger)

This section may be used for:

- human specimens,

- experiments described in Section III-E (Experiments that Require Institutional Biosafety
Committee Notice Simultaneous with Initiation) of the NIH Guidelines for Research Involving
Recombinant or Synthetic Nucleic Acid Molecules (NIH Guidelines),

- experiments in line with currently approved work (no change to NIH Guidelines Section),

- animal experiments assigned ABSL1 (Section III-D-4 of the NIH Guidelines), and

- laboratory discussion items for individual Principal Investigators.

IBC-GNT-Carpizo-20-015 — UCAR 2020-008/102549 — adding:
In vitro:

- Additional lentivirus vectors pSLCAR (based on pLentiCRIPSR v1) and pLEX (both from
Addgene) and a custom-made lentivirus vector from GeneUniversal) based on a previously
approved vector expressing sgRNA and dCAS9 with a more restrictive promoter that is
doxycyeline-inducible and is only expressed in the presence of cre. All will express currently
approved inserts, a [JE-MBBllChimeric Antigen Receptor (CAR) or applying dTAG to an existing
fusion protein.

- Additional human pancreatic adenocarcinoma cancer cell lines from ATCC: HPAC, SW1990
In vivo:

Human cancer cell lines (BxPC3, HPAC) or currently approved mouse cell lines for existing
studies, may be transduced by the lentivirus vectors added above.

Can these be added to the G and rLV forms at BSL2 for lentivirus vectors (or BSL2+ if pSLCAR is
used to knock-out currently approved tumor suppressor inserts), BSL2/ABSL2 for the human cell lines
and ABSL1 for transduced mouse cell lines? Yes.

IBC-GNT-DeLouise-20-037 — submitted with a 5 year update to be reviewed at an upcoming meeting,
added additional human primary cells and cell lines - HUVEC (from ATCC) and retinal epithelial
cells, pericytes and Muller cells (from Neuromics, normal donor origin). Can these be added to the G
form at BSL2? Yes.

Discussion Items (Pavelka/Rosenber ger)

fe]

None

Adjournment: 4:12 pm
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University of Rochester
Institutional Biosafety Committee Meeting
Wednesday, October 15, 2025
3:305PM
Location: Zoom/teleconference meeting

The next IBC meeting is scheduled for 11/5/2025.

University of Rochester:

The University of Rochester does not perform “dangerous gain-of-function research” as defined by the 5/5/2025
Executive Order on Improving the Safety and Security of Biological Research. Until the Director of the Office of
Science and Technology Policy revises or replaces the 2024 “United States Government Policy for Oversight of
Dual Use Research of Concern and Pathogens with Enhanced Pandemic Potential”, the University of Rochester
has interpreted the Executive Order term ‘infectious agent’ to mean human pathogens assigned Biosafety Level 2, 2
‘plus’, or 3, and the term ‘toxin’ to mean those toxins that could result in significant societal consequences, i.c.
regulated by the Federal Select Agent Program.

Incidents reported to NIH’s Office of Science Policy since the last meeting: None

Present: Attendance was recorded and a quorum was present. All reviewers for today’s meeting,
unless noted, were in attendance.

Minutes taken by: Debra Reese and Sonia Rosenberger

Items distributed prior to the meeting:
e Agenda, Discussion items
e For each protocol assigned to a Reviewer:
- IBC G or HS/project registration form, and if relevant, Viral Vector forms
- IBC Lab form(s) for lab-level engineering controls (acrosol containment equipment, sharps safety devices),
work practice controls (disinfectants, occupational health/vaccinations), and Personal Protective Equipment
- Investigator’s Brochure, Study Protocol (Human Subject trials on IBC HS/project form)

Welcome by the IBC Chair: 3:32pm

Marty Pavelka opened the meeting by welcoming all committee members present. This was an open meeting.

Approval of Meeting Minutes — 10/1/2025

Marty Pavelka asked if there were any comments, concerns or issues with the meeting minutes for 10/1/2025. A
motion was made to approve the 10/1/2025 IBC meeting minutes by Marty Pavelka. Mary Maloney seconded the
motion to approve the 10/1/2025 meeting minutes. All committee members approved the motion.

Review of all protocols begins on the next page.
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Type of Protocol Review: IBC New-UCAR New
Principal Investigator: Brouxhon, Sabine Reviewer: Sonia Rosenberger

New or Updated Title(s): 1. sEcad as a novel target and therapy for IGF-1R expressing tumors
2. The role of breast cancer in Alzheimer&Es Disease: Friend or foe?

IBC Grant/Project Registration #:  IBC-GNT-Brouxhon-25-005
UCAR number: 2025-019/102643

Project description:

The Brouxhon lab studies novel monoclonal antibodies to target multiple receptor tyrosine kinases in order to
overcome the acquired resistance that develops to other monoclonal antibodies such as Herceptin. The lab will use
a wide range of primary human cancer cells and cell lines in monolayer and 3D co-culture systems, and transfect
cells with pcDNA3 expressing dominant-negative IGF-1R to study how specific monoclonal antibodies
downregulate receptor tyrosine kinases. Downstream analysis will include immunoprecipitation, immunoblots, and
studying membrane and cytosolic fractions from cells.

In vivo mouse model, - pharmacodynamics marker assessment in plasma, serum, urine, tumor tissue
immunohistochemical and immunblot analysis

Agent description: human tissue/cells/cell lines, CHO, plasmids (may include lentiviral vector
backbones that will not be packaged into virions)

Animal model: mouse
Administration method: intra-peritoneal
Date of last Lab Survey: 5/21/2024 (Dewhurst)
Lab Safety Training: 1 person is due for LST as of 10/14/2025
Biosafety Level (BSL):
Agent Name or Construct In vitro Studies - Biosafety Level In vivo Studies - Biosafety Level Ex vivo
Description (Vector/Insert) Studies -
Biosafety
Level
Bacteriophage| ) : ; -
construction/ | Viral vector| Propagation| Flow Animal | Generation | Animal Tisue | Tissue
amplification | Packaging | /Handling | Cytometry | Administra-{ of Housing & | Harvest | Handling
or of tion Transgenic | Husbandry
Plasmid DNA | expansion | Biological Animals
construction / | in culture | Agent
amplification
Viral vector
plasmid
construction
Human cells/cell lines BSL2 ABSL2 ABSL2 | ABSL2| BSL2
CHO cells BSL1
Mouse cell lines BSL1 ABSL1 ABSL1 | ABSL1| BSL1
E. coli containing BSL1
plasmids
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Please check one of the following boxes:

[ Medical Surveillance Plans: [ X T Addressed | [ Not Addressed | | Not Applicable |

Special considerations/other comments:

Approved at the 10/1/2025 IBC meeting: human cancer tissues, cells and cell lines, may be transfected with
peDNA expressing PD1 propagated in K-12 E. coli strains DHS5 alpha or Stbl3.

Cell fraction work may occur in the Arefin lab.

One of the plasmids is a lentivirus vector base — verify whether or not used as a transfer vector or if will be
packaged into virions.

For modifications (mod), NIH Guidelines table entries are relevant to new work.
PART A: GENERAL CONSIDERATIONS (relevant to new work)

Yes | No

Does the study involve recombinant or synthetic nucleic acid molecules or the generation of transgenic organisms?
If “VES”, also complete Pasts B, C, D. If yes, the NIH Guidelines apply: If “NO” finish Pasts A and E o

See NIH Guidelines Section I-B for definition. RNAi and oligonucleotides do NOT meet the current definition of rDNA or synthetic DNA
molecules; all plasmids DO

Does the study involve ANY human cells (primary or cell lines)? X
Ifves, the OSHA bloodborne pathogens standard and CDC/NIH BMBL apply.

Does the study involve ANY infectious agents? X
Ifves, the CDC/NIH BMBL applies.

PART B: STUDIES REQUIRE EXTERNAL APPROVALS/REVIEW BEFORE INITIATION (relevant tonew

work)

Yes | No
Section III-A — Drug Resistance that could compromise therapeutic intervention "
(The deliberate transfer of a drug resistance irait to microorganisms that are not known to acquire the trait naturally, if such acquisition X
could compromise the use of the drug to control disease agents in humans, veterinary medicine, or agriculture, will be reviewed by NIH)
Section I11-B - Toxins with LDs < 100 ng/kg; Major Actions
(Cloning/expression of toxins lethal for vertebrates at an LDs; of less than 100 nanograms per kilogram body weight — examples include X
botulinum toxins, tetanus toxins, diphtheria toxin, Shigella dysenteriae neurotoxin
Section ITI-C - Human Gene Transfer
(use of recombinant or synthetic nucieic acid molecules in humans) X

PART C: STUDIES REQUIRE LOCAL IBC APPROVAL ONLY (relevant to new work)
Yes [ RG | No

Section ITI-D-1 - Experiments using RG2, 3, 4, or Restricted Agents used as host-vector systems X

Hint/example: Transforming RG2 bacteria would be “YES”, RG2

Section ITI-D-2 - Experiments in which DNA from Risk Group 2, Risk Group 3, Risk Group 4 or Restricted Agents Is
cloned into nonpathogenic prokaryotic or lower eukaryotic host-vector systems

Hint/example: insertion of a single gene from M. tuberculosis or HIV (RG3) into an episomal E coli plasmid system (RG1) might be
“YES”, RGI (assuming that the gene is not expected to increase  coli virulence

Section IT1-D-3 - Experiments involving the use of infectious DNA or RNA viruses or Defective DNA or RNA virusesin | v | o
the presence of Helper System in tissue culture systems

Helper systems (e.g., helper viruses, packaging cell lines, transient transfection systems, replicon systems)
Hint/example: lentivirus and El-deleted rAdS vectors (RG2) would be “YES”, RG2

Section ITI-D-4 - studies involving whole animals x| 2

Note if the housing / husbandry assessment is different from the administration / tissue collection assessment

Section III-D-5 - studies involving whole plants X
Section III-D-6 - Experiments involving more than 10 L culture X
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Yes [ RG | No

Section ITI-D-7 - studies involving H2N2, HSN1 HPAL, 1918 HINI Influenza Viruses X
This section and its subsections cover experiments Human H2N2 (1957-1968), High Path Avian H5NI strains with the
Goose/Guangdong/96-like HS lineage, 1918 HINI, or which are resistant to curvent antiviral agents)

Section ITI-D-8 - studies involving Gene Drive Modified Organisms X
Hint: See Section-IF-A-3 Comprehensive Risk Assessment, minimum BSL2
Section ITI-

2/3 of eukaryotic virus genome
Hint/example: most retrovirus vectors would be “YES” (since the vector plasmid contains only a small part of the virus genome);
lentivirus and El-deleted rAdS vectors (RG2) would be “NO” (superseded by Section III-D-1)

- Experiments involving the formation of recombinant or synthetic nucleic acid molecules containing < X

Section III-E-2 - Studies involving plants +/- arthropods or animals which do not fall under Sections I1I-A, III-B, II-D, or| X
IL-F
Section ITI-E-3 - Development of transgenic rodents thru rDNA/synthetic DNA techniques & requires RG1 [RG2 or 3 X

Talls under I11-D-4] Interbreeding of most transgenic rodents is exempt (Appendix C-VIIT)

PART D: STUDIES DO NOT REQUIRE IBC APPROVAL (exempt from the NIH Guidelines) (relevant to

new work)

Yes | No

Section III-F - Exempt experiments (Sections ITI-F-1 through ITI-F-8) X
Only select “ves” if all listed rDNA / synthetic DNA experiments are exempt

PART E: STUDIES REQUIRE REVIEW BY THE DURC/PPP/PEPP INSTITUTIONAL REVIEW ENTITY (IRE)
Yes | No

Does this study involve any of the following biologicals AND perform experiments that would require review by the IRE? X

1. Select Agents or Toxins regulated by the Federal Select Agent Program, including Botox®,

2. Agents assigned BSL3, ‘NIH Guidelines’ Risk Group 3 agents (other than mycobacteria, Retroviruses, and VSV), or

3. Biological agents that are likely capable of wide and uncontrollable spread in a human population and would likely cause moderate to
severe disease and/or mortality in humans?

A motion to approve the protocol with provisions was made by Sonia Rosenberger. Chris Proschel seconded the
motion. All in favor. None opposed. No abstentions. The protocol was approved with provisions.
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Type of Protocol Review: IBC New-UCAR New
Principal Investigator: Mayadas, Tanya Reviewer: Chris Proschel

New or Updated Title(s): 1. Elucidate the mechanism of breakdown immunotolerance
2. Analysis of neutrophil and T cells migration in a model of melanoma

IBC Grant/Project Registration #:  IBC-GNT-Mayadas-25-031
UCAR number: 2025-022/102645

Project description:

o Elucidate the mechanism of breakdown immunotolerance: To clucidate how neutrophils convert into antigen-
presenting cells (nAPCs) and contribute to the breakdown of immunotolerance in autoimmune diseases,
particularly membranous nephropathy (MN), and to explore therapeutic strategics targeting nAPCs.
Analysis of neutrophil and T cells migration in a model of melanoma
Role of leukocytes in multiple disease models (Regulators of immune complex mediated neutrophil antigen
presentation’ (SROTHL065095-26), ‘FegR-activated neutrophil regulation of T cells in nephritis and vasculitis”
(1R56HL.179741-01), and ‘Harnessing antigen presenting neutrophils for the treatment of cancer’

[Experiment Type [Description

|Autoimmune Disease Model [[nvestigate the role of neutrophil-derived antigen-presenting cells (nAPCs)
(Membranous Nephropathy) lin IoG4-mediated podocyte damage.

3D MDCK Cell Culture |Validate plasmid expression polarity in epithelial cells.

|Use lentiviral vectors expressing SV40 T antigen to immortalize murine
red pulp macrophages for antigen presentation studies.

Inject mice with cancer cells expressing ovalbumin and treat with
[Tumor Immunology (AAC Therapy) [antibody-antigen conjugates (AAC) to study immune cell infiltration and
Ineutrophil conversion to APCs.

Target genes involved in immune cell motility and differentiation using
ICRISPR-Cas9 Gene Editing lentiviral gRNA delivery in Cas9-expressing hematopoietic progenitor
lcells.

(Genetically manipulate LSK cells ex vivo and transfer into irradiated mice
lto study immune function.

|Use Armstrong and Clone 13 strains to study CD8" and CD4" T cell
Iresponses in acute and chronic infection settings.

[[nduce nephritis via administration of mini-circle DNA encoding
linterleukins for sustained cytokine expression.

[Immortalization of Macrophages

|Bone Marrow Transplantation (BMT)

ILCMV Infection Models

Mini-circle DNA Delivery

Biological Hazards and Safety Considerations

[Hazard IDescription Biosafety Level (BSL)
I entiviral Vectors Used for gene dehvery and cell immortalization; risk of BSL2

linsertional mutagenesis.
SV40 T Antigen Oncogenic potential; used to immortalize macrophages. BSL-.Z viithy oncogene

andling precautions

ICRISPR-Cas9 Editing Potential off-target effects; used in hematopoietic cells.  [BSL-2
ILCMY Infection (Clone 13) E:ijlstent viral infection in brain and kidneys; zoonotic BSL-2
Tumor Cell Injection Use (_)f geqetu:ally modified cancer cells; animal welfare BSL2

considerations.

High-level transgene expression; risk of immune

[Mini-circle DNA Vectors IBSL-1

ctivation.
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Agent description:

Animal model:

Lentivirus vectors, LCMV strains Armstrong and Clone-13, human blood
and cells/cell lines, canine cell line, mouse cells/ cell lines, E. coli

containing plasmids. minicircle DNA

mouse

AREG KO.B6, Batf3 KO, B2mfl/fl, B6.1pr, Cas9-EGFP, CD8-E81-cre, human FegRITA, human FcgRIIIB, human
FegR (-/-), MRL.Ipr, OTI TCR Tg, OTII TCR Tg,

Administration method:

Date of last Lab Survey:

intravenous, intraperitoneal, subcutancous

pending initial inspection/possible lab renovation

Lab Safety Training: 1 person needs LST as of 10/8/2025, additional personnel arriving January
Biosafety Level (BSL):
Agent Name or Construct In vitro Studies - Biosafety Level In vivo Studies - Biosafety Level Ex vivo
Description (Vector/Insert) Studies -
Biosafety
Level
Bacteriophage| g " .
construction/ | Viral vector| Propagation| Flow Animal | Generation | Animal Tisue | Tissue
amplification | Packaging | /Handling | Cytometry | Administra-{ of Housing & | Harvest | Handling
or of tion Transgenic | Husbandry
Plasmid DNA | expansion | Biological Animals
construction / | in culture | Agent
amplification
Viral vector
plasmid
construction
Lentivirus vectors BSL1 BSL2+ | BSL2+
expressing SV40LT,
ST —in vitro only
Lentivirus vectors BSL1 BSL2 | BSL2
expressing non-
oncogenes
Lymphocytic ABSL2 ABSL2 | ABSL2| BSL2
choriomeningitis virus
(LCMV)
Human blood, cells, BSL2
cell lines
Canine cell line BSL1
(MDCK)
Transduced mouse ABSL1 ABSL1 | ABSL1| BSL1
cells/cell lines
E. coli containing BSL1
plasmids
Minicircle DNA ABSL1 ABSL1 | ABSL1| BSL1
(plasmid-derived)
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